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-4 -SPK-843 and MCFG were dissolved in water, and amphotericin B (Sigma-Aldrich K.K., Tokyo, Japan) was dissolved in dimethyl sulfoxide.
In experimental aspergilloses, Aspergillus fumigatus MF-13 (MIC: SPK-843 0.5µg/ml; AMB 0.25µg/ml; MCFG 0.0156µg/ml) which was obtained from the Nagasaki University Hospital, A. niger TIMM 2814 (MIC: SPK-843 0.0625 µg/ml; AMB 0.25 µg/ml) and A. flavus TIMM 0057 (MIC: SPK-843 0.25 µg/ml; AMB 0.5 µg/ml) which were obtained from Teikyo University, were used for infection (8). The strains were subcultured on potato dextrose agar (Nissui Pharmaceutical Co., Tokyo, Japan) at 30°C for 6 or 7 days, and the conidia were harvested with sterile saline containing 0.05% Tween 80, and diluted with sterile saline for inhalation. Six-week-old male DBA/2N mice (Charles River Inc., Yokohama, Japan) were used (10, 11) . Animals were given drinking water containing 250 mg/800 ml tetracycline (Nacalai Tesque Inc., Kyoto, Japan) throughout the experiment to prevent bacterial infection (7). Three days before infection, mice were subjected to immunosuppression by subcutaneous injection of 50 to 60 mg/kg of triamcinolone acetonide (Bristol-Myers K.K., Tokyo, Japan) (11) . About 60 to 80 mice at a time were confined in an aerosol apparatus (Ikemoto Scientific Technology Co., Ltd., Tokyo, Japan) and inhaled with a 10ml conidial suspension at a concentrations of 5 × 10 8 to 9× 10 8 cells/ml by a glass nebulizer at 1 kg/cm 2 pressure for 30 minutes. Infected mice received intravenous treatments of the drugs or the vehicles (n=10) once daily for 5 days, starting on the next day after inhalation. AMB, L-AMB, and MCFG were dissolved in 5% glucose, and SPK-843 was dissolved in 10% lipid emulsion (10% Intralipid, Terumo Co., Tokyo, Japan) according to clinical preparations.
The surviving mice were monitored and analyzed by log-rank test. Each experiment was repeated twice to confirm the reproducibility of results. To investigate renal toxicity,
-5 -non-infected immunosuppressed mice were received intravenous treatments of SPK-843 or AMB, once daily for 5 days, and sacrificed 2 days after the last administration. Renal histopathological damages were compared in kidneys stained with periodic acid-Schiff.
The experimental procedures followed the ethical rules from Kaken Pharmaceutical Co.
and Nagasaki University Laboratory Animal Center. 
